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In the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the 
application. 

1. (Currently Amended) [[A]]Jhe method of claim 52, wherein for inhibiting 
proliferation of cancer cells comprising! 

(a) adminis t ering to the cells a firs t agent comprising a synth e tic, mod ified 

oligonucleotide complementary to nucleic acid encoding the N terminal 8 - 13 
codons of protein kinase A gubunit RI e t and having from 0 to 25 additional 
nucleotides ex t ending from the 3' terminus, the 5' terminus, or both the 3' and 
the 5' terminus, and wherein the oligonucleotid e is a hybrid, inver t ed hybrid, or 
inverted chimeric oligonucleotide, 

the hybrid oligonucleotide comprising a region of at least two 

dcoxyribonueleotidcs, flanked by 3* and 5' flanking ribonucleotide regions each 
having at least four ribonucleotides, 

th e invert e d hybrid oligonucleotide comprising a region of at least four 

ribonucleotides flanked by 3* and 5' flanking deoxyribonuclcotidc regions of at 
least two dcoxyribonueleotidcs, 

and the inverted chimeric oligonucleotide comprising an oligonucleotide 

nonionic region of at least four nucleotides flanked by two oligonucleotide 
phosphorothioatc regions; and 

(b) ^ m friafrn»ing fro tho rell* q sogfffld agent comprising t he second 

therapeutic agent is a n antibody that binds to epidermal growth factor receptor 
(EGFR) or a cytotoxic agent selected from the group consisting of taxanes, 
platinum-derived agents, and topoisomerase D-selective drugs! [J] 

wherein the administering steps may be perform e d simultaneously or 
sequentially in any order . 
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2. (Original) The method of claim 1, wherein the oligonucleotide is a hybrid 
oligonucleotide. 

3. (Previously Presented) The method of claim 2, wherein the 
oligonucleotide has a nucleotide sequence consisting of the nucleotide sequence set 
forth in SEQ ID NO:4. 

4. (Currently Amended) The method of claim 1, wherein the second 
therapeutic agent is an antibody that binds to EGFR. 

5. (Original) The method of claim 4, wherein the antibody is a monoclonal 
antibody. 

6. (Original) The method of claim 5, wherein the antibody is C225. 

7. (Currently Amended) The method of claim 1, wherein the second 
therapeutic a gent is a taxane. 

8. (Original) The method of claim 7, wherein the taxane is selected from the 
group consisting of paclitaxel and docetaxel. 

9. (Currently Amended) The method of claim 1, wherein the second 
therapeutic a gent is administered prior to administration of the first therapeutic agent. 

10. (Original) The method of claim 1, wherein the cancer cells are human 
cancer cells. 
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11. (Original) The method of claim 10, wherein the human cancer cells are 
selected from the group consisting of breast cancer cells, colon cancer cells, and ovarian 
cancer cells. 

12. (Currently Amended) [[A) )The pharmaceutical composition of claim 53. 
wherein c omprising; 

{a) a first agent comprising a s ynthetic, modified oligonucleotide 

complemen t ary to nucleic acid encoding the N - terminal 8 13 codons of protein 
kinase A subuni t Rfe and having from 0 to 25 additional nucleotid e s e xtending 
f r om t he 3' t erminus, the 5' terminus, or both the 3' and the 5' terminus, and 
wh e r e in the oligonucleotide is a hybrid, inverted hybrid, or inverted ehim erie 
oligonucleotide, 

the hybrid oligonucleotide comprising a region of at least two 

deoxyribonucleotidcs, flanked by 3* and 5' flanking ribonucleotide regions each 
having at l e ast four ribonucleotides, 

th e inv e rted hybrid oligonucleotidc comprising a region of afr least four 

ribonucl e otides flanked by 3' and 5' flanking dcoxyribonucleotid e r e gions of at 
l e ast two deoxyribonucleotidcs, 

and the inverted chimeric oligonucleotide comprising an oligonucleotide 

nonionic region of at least four nucl e otide s flanked by two oligonucleotide 
phosphorothioatc rcgions; - and 

{b) a second agen t comprising the second therapeutic agent is an antibody that 

binds to epidermal growth factor receptor (EGFR) or a cytotoxic agent selected 
from the group consisting of taxanes, platinum-derived agents, and 
topoisomerase H-selective drugs. 

13. (Previously Presented) The pharmaceutical composition of claim 12, 
wherein the oligonucleotide is a hybrid oligonucleotide. 
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14. (Previously Presented) The pharmaceutical composition of claim 13, 
wherein the oligonucleotide has a nucleotide sequence consisting of the nucleotide 
sequence set forth in SEQ ID NO:4. 

15. (Currently Amended) The pharmaceutical composition of claim 12, 
wherein the second therapeutic agent is an antibody that binds to EGFR. 

16. (Previously Presented) The pharmaceutical composition of claim 15, 
wherein the antibody is a monoclonal antibody. 

17. (Previously Presented) The pharmaceutical composition of claim 12, 
wherein the antibody is C225. 

18. (Currently Amended) The pharmaceutical composition of claim 12, 
wherein the second therapeutic a gent is a taxane. 

19. (Previously Presented) The pharmaceutical composition of claim 18, 
wherein the taxane is selected from the group consisting of paclitaxel and docetaxel. 

20. (Currently Amended) The pharmaceutical composition of claim 12, 
wherein the second therapeutic agent is administered prior to administration of the first 
therapeutic a gent. 

21. (Cancelled) 

22. (Cancelled) 

23. (Currently Amended) [[A]]The method of claim 54, wherein fo r treating 
cancer in an afflicted subj e ct comprising ? 



BOSTON I749691v5 



U.SS.N. 09/412,947 
Page 7 

(a) admini s t e ring to the subject a first agen t comprising a synthetic, modified 

oligonucleotide complementary to nucleic acid cneoding^h e N - terminal 8- 13 
codons of protein kinase A aubunit RItt and having from 0 to 25 additional 
nucleotides extending from the 3' terminus, the 5' terminus, or both the 3' and 
th e 5' t e rminu s , and wherein the oligonucleotide is a hybrid, invert e d hybrid ; or 
inverted chimeric oligonucleotide, 

di e hybrid oligonucleotide comprising a region of at least two 

deoxyribonucleotides, flanked by 3 1 and 5 1 flanking ribonucleotide regions each 
having at least four ribonucleotides, 

the inverted hybrid oligonucleotide comprising a region of at least four 

ribonucleotides flanked by 3 1 and 5 T flanking dcoxyribonudcotide regions of at 
least two dcoxyribonucleotidco, 

and the inverted chimeric oligonucleotide comprising an oligonucleotide 

nonionic region of at least four nucleotides flanked by two oligonucleotide 
phosphorothioatc regions; and 

(b) ftdmini g twing frn the quhjppt n fiorond agent oomprisin g t he second 

therapeutic agent is an antibody that binds to epidermal growth factor receptor 
(EGFR) or a cytotoxic agent selected from the group consisting of taxanes, 
platinum-derived agents, and topoisomerase E-selective drugs[[,]] 

wh e r e in the administering steps may be performed simultaneously or 
sequentially in any order . 

24. (Original) The method of claim 23, wherein the oligonucleotide is a 
hybrid oligonucleotide. 

25. (Previously Presented) The method of claim 24, wherein the 
oligonucleotide has a nucleotide sequence consisting of the nucleotide sequence set 
forth in SEQ ID NO:4. 
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26. (Currently Amended) The method of claim 23, wherein the second 
therapeutic agent is an antibody that binds to EGFR. 

27. (Original) The method of claim 26, wherein the antibody is a monoclonal 
antibody. 

4 

28. (Original) The method of claim 27, wherein the antibody is C225. 

29- (Currently Amended) The method of claim 23, wherein the second 
therapeutic a gent is a taxane. 

30. (Original) Hie method of claim 29, wherein the taxane is selected from the 
group consisting of paclitaxel and docetaxei. 

31. (Currently Amended) The method of claim 23, wherein the second 
therapeutic a gent is administered prior to administration of the first therapeutic agent 

32. (Previously Presented) The method of claim 23, wherein the subject is a 
human. 

33. (Previously Presented) The method of claim 32, wherein the human has a 
cancer selected from the group consisting of breast cancer, colon cancer, and ovarian 
cancer. 

34. (Previously Presented) The method of claim 1, wherein the 
oligonucleotide is an inverted hybrid oligonucleotide. 
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35. (Previously Presented) The method of claim 34, wherein the 
oligonucleotide has a nucleotide sequence consisting of the nucleotide sequence set 
forth in SEQ ID NO:6. 

36. (Previously Presented) The method of claim 1, wherein the 
oligonucleotide is an inverted chimeric oligonucleotide. 

37. (Previously Presented) The method of claim 36, wherein the 
oligonucleotide has a nucleotide sequence consisting of the nucleotide sequence set 
forth in SEQ ID NO:l. 

38. (Previously Presented) The method of claim 1, wherein the 
oligonucleotide further comprises a 2'-Osubstituted nucleotide. 

39. (Previously Presented) The pharmaceutical composition of claim 12, 
wherein the oligonucleotide is an inverted hybrid oligonucleotide. 

40. (Previously Presented) The pharmaceutical composition of claim 39, 
wherein the oligonucleotide has a nucleotide sequence consisting of the nucleotide 
sequence set forth in SEQ ID NO:6. 

41. (Previously Presented) The pharmaceutical composition of claim 12, 
wherein the oligonucleotide is an inverted chimeric oligonucleotide. 

42. (Previously Presented) The pharmaceutical composition of claim 41, 
wherein the oligonucleotide has a nucleotide sequence consisting of the nucleotide 
sequence set forth in SEQ ID NO:l . 

43. (Previously Presented) The pharmaceutical composition of claim 12, 
wherein the oligonucleotide further comprises a 2'-Osubstituted nucleotide. 
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44. (Previously Presented) The method of claim 23, wherein the 
oligonucleotide is an inverted hybrid oligonucleotide. 

45. (Previously Presented) The method of claim 44, wherein the 
oligonucleotide has a nucleotide sequence consisting of the nucleotide sequence set 
forth in SEQ ID NO:6. 

46. (Previously Presented) The method of claim 23, wherein the 
oligonucleotide is an inverted chimeric oligonucleotide. 

47. (Previously Presented) The method of claim 46, wherein the 
oligonucleotide has a nucleotide sequence consisting of the nucleotide sequence set 
forth in SEQ ID NOl. 

48. (Previously Presented) The method of claim 23, wherein the 
oligonucleotide further comprises a 2'-Osubstituted nucleotide. 

49. (Currently Amended) [[A]]The method of claim 55. wherein fo r 
inhibiting proliferation of cancer cells comprisin g? 

{a) administering to the cells a first agen t comprising a synthetic, modified 

oligonucleotide complementary to at least 15 consecutive nucleotides of the 
nucleic acid encoding the N - tcrminal 8 13 codons of protein kinase A oubunit 
RI«, and wherein the oligonu c leotid e is a hybrid, inverted hybrid, or inverted 
chimeric oligonucleotide, 

the hybrid oligonucleotide comprising a region of at least two 

dcoxyribonuclcotidcs, flanked by 3 1 and 5* flanking ribonucleotide regions each 
having at least four ribonucleo t ides, 
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the invert e d hybrid oligonucleotide comprising a region of at least four 

ribonucleo t ides flanked by 3' and 5' flanking dcoxyribonuclcotide regions of a t 
l e ast two dcoxyribonucleotides, 

and the inv e r t ed chimeric oligonucleotide compri s ing an oligonucleotide 

nonionic - region of at l e ast four nucleotid e s flanked by two oligonucleotid e 
phosphorothioatc regions; and 

(b) administering to the gglb a second agent comprising the second 

therapeutic agent is a n antibody that binds to epidermal growth factor receptor 
(EGFR) or a cytotoxic agent selected from the group consisting of taxanes, 
platinum-derived agents, and topoisomerase H-selective drugs[[,]] 

wh e rein the administering steps may be p erformed simultaneously or 
sequ e ntially in any order . 

50. (Currently Amended) UA]]The pharmaceutical composition of claim 
56, wherein c omprising; 

(a) a first agent comprising a synthetic/ modified oligonucleotide 

complementary to at least 15 consecutive nucleotide s of the nucleic acid 
e ncoding the N - tcrminal 8- 13 codons of protein kinase A subunit Kte, and 
wherein t he oligonucleo t ide is a hybrid, inverted hybrid, or inverted chimeric 
oligonucleotide; 

the hybrid oligonucleotide comprising a r e gion of at least two 

d e oxyribonuclcotidcs, flanked by 3' and 5' flanking - ribonucleotidc regions e ach 
having at least four ribonucleotides, 

the inverted hybrid oligonucleotid e comprising a region of at least four 

ribonucleotides flanked by 3' and 5' flanking dcoxyribonuclcotide regions of at 
lea s t two deoxyribonuclcotidcs, 
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and the inv ert ed chimeric oligonucleotide comprising an oligonucleotid e 

nonionie region of at least four nueleotideo flanked by two oligonucleotide 
phosphorothioa t c r egions; and 

{b) a spfflnd agent eomprisin gt he second therapeutic agent is an antibody that 

binds to epidermal growth factor receptor (EGFR) or a cytotoxic agent selected 
from the group consisting of taxanes, platinum-derived agents, and 
topoisomerase H-selective drugs. 

51. (Currently Amended) f[A HThe method for treating cancer g fclaim 
57. wherein i n on afflicted subject comprising! 

(a) administering to the subjec t a firs t agent comprising a synthetic, modified 
oligonucleotide complementary to a t least 15 consecutive nucleotides of the 
nucleic acid encoding the N - terminal 8 13 codons of protein kinase A subunit 
RI e e, and wher e in the oligonucleotide is a hybrid, inverted hybrid, or inverted 
chimeric oligonucleotide, 

the hybrid oligonucleotide comprising a region of at least two 

dcoxyribonuclcotidca, flanked by 3 T and 5' flanking ribonucleotide regions each 
having a t leas t four ribonucleotides, 

t he inver t ed hybrid oligonucleotide comprising a region of at leas t four 

ribonucleotides flanked by 3' and 5* flanking deoxyribonucleotid e regions of at 
least two deoxyribonuclcotidcs, 

and the inverted chimeric oligonucleotide comprising an oligonucleotide 

nonionie region of at least four nucleotides flanked by two oligonucleotide 
phosphorothioatc regions; and 

(b) n^ini^ting to » hp wihjrrt n armnd ognnt comprising the second 

therapeutic agent is an antibody that binds to epidermal growth factor receptor 
(EGFR) or a cytotoxic agent selected from the group consisting of taxanes, 
platinum-derived agents, and topoisomerase H-selective drugs[[,J] 
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wh er ein th e administering steps may bc - peiforincd simultaneously or 
sequentially in any o r dc r . 

52. (New) A method for inhibiting proliferation of cancer cells comprising: 

(a) administering to the cells a first therapeutic agent comprising a synthetic, 
modified oligonucleotide complementary to nucleic acid encoding the N- 
terminal 8-13 codons of protein kinase A subunit Rice and having from 0 to 25 
additional nucleotides extending from the 3' terminus, the 5' terminus, or both 
the 3' and the 5' terminus, and wherein the oligonucleotide is a hybrid, inverted 
hybrid, or inverted chimeric oligonucleotide, 

the hybrid oligonucleotide comprising a region of at least two 
deoxyribonucleotides, flanked by 3' and 5' flanking ribonucleotide regions each 
having at least four ribonucleotides, 

the inverted hybrid oligonucleotide comprising a region of at least four 
ribonucleotides flanked by 3' and 5* flanking deoxyribonucleotide regions of at 
least two deoxyribonucleotides, 

and the inverted chimeric oligonucleotide comprising an oligonucleotide 
nonionic region of at least four nucleotides flanked by two oligonucleotide 
phosphorothioate regions; and 

(b) administering to the cells a second therapeutic agent comprising an active 
ingredient for cancer therapy, 

wherein the administering steps may be performed simultaneously or 
sequentially in any order. 

53. (New) A pharmaceutical composition comprising; 

(a) a first therapeutic agent comprising a synthetic, modified oligonucleotide 
complementary to nucleic acid encoding die N-terminal 8-13 codons of protein 
kinase A subunit Riot and having from 0 to 25 additional nucleotides extending 
from the 3' terminus, the 5' terminus, or both the 3' and the 5' terminus, and 
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wherein the oligonucleotide is a hybrid, inverted hybrid, or inverted chimeric 
oligonucleotide, 

the hybrid oligonucleotide comprising a region of at least two 
deoxyribonucleotides, flanked by 3* and 5' flanking ribonucleotide regions each 
having at least four ribonucleotides, 

the inverted hybrid oligonucleotide comprising a region of at least four 
ribonucleotides flanked by 3' and 5* flanking deoxyribonucleotide regions of at 
least two deoxyribonucleotides, 

and the inverted chimeric oligonucleotide comprising an oligonucleotide 
nonionic region of at least four nucleotides flanked by two oligonucleotide 
phosphorothioate regions; and 

(b) a second therapeutic agent comprising an active ingredient for cancer 
therapy. 

54, (New) A method for treating cancer in an afflicted subject comprising: 

(a) administering to the subject a first therapeutic agent comprising a 
synthetic, modified oligonucleotide complementary to nucleic acid encoding the 
N-terminal 8-13 codons of protein kinase A subunit RIct and having from 0 to 25 
additional nucleotides extending from the 3' terminus, the 5' terminus, or both 
the 3' and the 5' terminus, and wherein the oligonucleotide is a hybrid, inverted 
hybrid, or inverted chimeric oligonucleotide, 

the hybrid oligonucleotide comprising a region of at least two 
deoxyribonucleotides, flanked by 3' and 5 1 flanking ribonucleotide regions each 
having at least four ribonucleotides, 

the inverted hybrid oligonucleotide comprising a region of at least four 
ribonucleotides flanked by 3' and 5' flanking deoxyribonucleotide regions of at 
least two deoxyribonucleotides, 
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and the inverted chimeric oligonucleotide comprising an oligonucleotide 
nonionic region of at least four nucleotides flanked by two oligonucleotide 
phosphorothioate regions; and 

(b) administering to the subject a second therapeutic agent comprising an 
active ingredient for cancer therapy, 

wherein the administering steps may be performed simultaneously or 
sequentially in any order. 

55. (New) A method for inhibiting proliferation of cancer cells 
comprising: 

(a) administering to the cells a first therapeutic agent comprising a synthetic, 
modified oligonucleotide complementary to at least 15 consecutive nucleotides of 
the nucleic acid encoding the N-terminal 8-13 codons of protein kinase A subunit 
RIa, and wherein the oligonucleotide is a hybrid, inverted hybrid, or inverted 
chimeric oligonucleotide, 

the hybrid oligonucleotide comprising a region of at least two 
deoxyribonucleotides, flanked by 3* and 5' flanking ribonucleotide regions each 
having at least four ribonucleotides, 

the inverted hybrid oligonucleotide comprising a region of at least four 
ribonucleotides flanked by 3* and 5* flanking deoxyribonucleotide regions of at 
least two deoxyribonucleotides, 

and the inverted chimeric oligonucleotide comprising an oligonucleotide 
nonionic region of at least four nucleotides flanked by two oligonucleotide 
phosphorothioate regions; and 

(b) administering to the cells a second therapeutic agent comprising an active 
ingredient for cancer therapy, 

wherein the administering steps may be performed simultaneously or 
sequentially in any order. 
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56. (New) A pharmaceutical composition comprising: 

(a) a first therapeutic agent comprising a synthetic, modified oligonucleotide 
complementary to at least 15 consecutive nucleotides of the nucleic acid 
encoding the N-terminal 8-13 codons of protein kinase A subunit RIa, and 
wherein the oligonucleotide is a hybrid, inverted hybrid, or inverted chimeric 
oligonucleotide, 

the hybrid oligonucleotide comprising a region of at least two 
deoxyribonucleotides, flanked by 3' and 5 1 flanking ribonucleotide regions each 
having at least four ribonucleotides, 

the inverted hybrid oligonucleotide comprising a region of at least four 
ribonucleotides flanked by 3' and 5' flanking deoxyribonudeotide regions of at 
least two deoxyribonucleotides, 

and the inverted chimeric oligonucleotide comprising an oligonucleotide 
nonionic region of at least four nucleotides flanked by two oligonucleotide 
phosphorothioate regions; and 

(b) a second therapeutic agent comprising an active ingredient for cancer 
therapy. 

57. (New) A method for treating cancer in an afflicted subject 
comprising: 

(a) administering to the subject a first therapeutic agent comprising a 
synthetic, modified oligonucleotide complementary to at least 15 consecutive 
nucleotides of the nucleic acid encoding the N-terminal 8-13 codons of protein 
kinase A subunit RIa, and wherein the oligonucleotide is a hybrid, inverted 
hybrid, or inverted chimeric oligonucleotide, 

the hybrid oligonucleotide comprising a region of at least two 
deoxyribonucleotides, flanked by 3* and 5* flanking ribonucleotide regions each 
having at least four ribonucleotides, 
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the inverted hybrid oligonucleotide comprising a region of at least four 
ribonucleotides flanked by 3' and 5 1 flanking deoxyribonucleotide regions of at 
least two deoxyribonudeotides, 

and the inverted chimeric oligonucleotide comprising an oligonucleotide 
nonionic region of at least four nucleotides flanked by two oligonucleotide 
phosphorothioate regions; and 

(b) administering to the subject a second therapeutic agent comprising an 
active ingredient for cancer therapy, 

wherein the administering steps may be performed simultaneously or 
sequentially in any order. 
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